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WHAT IS CLAIMED IS: 

1 . A compound of the formula I: 




wherein: 

Rl is selected from: 
hydrogen, 

-Co-6alkyl-Y-(Cl-6alkyl)-, and 
10 -(Co-6alkyl)-Y-(Co-6alkylHC3-7cycloalkylHQ)-6alkyl), 

where Y is selected from: 

a single bond, -O-, -S-, -SO-, -SO2-, and -NR.10-, 

and where the alkyl and the cycloalkyl are unsubstituted or substituted with 1-7 
substituents where the substituents are independently selected from: 

15 (a) halo, 

(b) hydroxy, 

(c) -0-Ci-3alkyl, and 

(d) trifluoromethyl, 

(e) Ci-3alkyl. 
20 (f) -0-Ci-3alkyl, 

(g) -CO2R 9 , wherein R 9 is independently selected from: hydrogen, Ci-6 
alkyl, C5-6 cycloalkyl, benzyl or phenyl, which is unsubstituted or 
substituted with 1-3 substituents where the substituents are independently 
selected from: halo, Ci_3alkyl, Ci_3alkoxy and trifluoromethyl, 

25 (h) -CN, 

(i) heterocycle, 

(j) -NR9R10, 

(k) -NR9COR10, 

(1) -NR9S02R 10 , and 
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(m) -CONR^RlO; 

r2 is selected from: 

(Co 6alkyl)"Phenyl and (Co-6alkyl)-heterocycle, 

where the alkyl is unsubstituted or substituted with 1-7 substituents where the 
substituents are independently selected from: 

(a) halo, 

(b) hydroxy, 

(c) -0-Ci-3alkyl, 

(d) trifluoromethyl, and 

(e) -Ci_3alkyl, 

and where the phenyl and the heterocycle is unsubstituted or substituted with 1-5 
substituents where the substituents are independently selected from: 



(a) 


halo, 


(b) 


trifluoromethyl, 


(c) 


trifluoromethoxy, 


(d) 


hydroxy, 


(e) 


Ci-6alkyl, 


(f) 


C3_7cycloalkyl, 


(g) 


-0-Ci-6alkyl, 


(h) 


-0-C3-7cycloalkyl, 


(i) 


-SCF3, 


a) 


-S-Ci-6alkyl, 


(k) 


-S02-Ci-6alkyl, 


0) 


phenyl, 


(m) 


heterocycle, 


(n) 


-CO2R 9 , 


(o) 


-CN, 


(P) 


-NR9R10, 


(q) 


-NR9-S02-R 10 , 


(r) 


-SO2-NR 9 R 10 » and 


(s) 


-CONR9R10; 



r3 is selected from: 
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(co - 6a, :;:::ziu « — - » — - — - 

substituents are independently selected from: 

(a) halo, 

(b) hydroxy, 

(c) -0-Ci-3alkyl, and 

md j: ,e rsi— - — - « — ■ — - 

substituents are independently selected from: 

(a) halo, 

(b) trifluoromethyl, 

(c) hydroxy, 

(d) Ci-3alkyl, 

(e) -0-Ci-3alkyl, 

(f) -CO2R 9 , 

( g ) -CN, 

(h) -NR 9 R 10 , and 

(i) -CONR9R10; 



r4 is selected from: 

(a) hydrogen, 

(b) hydroxy, 

(c) Ci-6alkyl, 

(d) Ci-6alkyl-hydroxy, 

(e) -0-Cl-3alkyU 

(f) -CO2R 9 , 

( g ) -CONR 9 R 10 , and 

(h) -CN; 

R5 and R 6 are independently selected from: 

(a) hydrogen, 

(b) hydroxy, 

(c) Ci-6alkyl, 

(d) Ci-6alkyl-hydroxy, 
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(e) -0-Ci-3alkyl, 

(f) oxo, and 

(g) halo; 



5 



rIO is independently selected from: alkvl-C^ cycloalkyl, 

hydrogen, Cl-6alkyl, benzyl, phenyl, and Ci-6alkyl ^3-6 cy y. 

which is unsubstituted or substituted with 1-3 substituents whe. the substrtuents 
^independently selected from: halo, Cm** Cl- 3 alkoxy and 
trifluoromethyl; 



10 

n is an integer which is 0 or 1; 



and phannacenucan, accept aal* thereof and individnal d— ners .hereof. 



15 



20 



2 The compound of Claim 1 wherein R* is selected from: 
-Cl-6alkyl, -CO-ealkyl-O-Ci-ealkyK -C 0 - 6 alkyl-S-Cl-6alkyK and 
-(C0-6alkyl)-(C3-7cycloalkyl)-(C 0 -6alkyl), 

where the alkyl and the cycloalkyl are unsubstituted or substituted wath 1-7 
substituents where the substituents are independently selected from: 

(a) halo, 

(b) hydroxy, 

(c) -0-Ci-3alkyl, 

(d) trifluoromethyl, 
(f) Ci-3alkyl, 

(a\ -0-Ci-3alkyl, 

25 _C02R9, wherein R* is independently selected from: hydrogen, d-6 

alkyl C5-6 cycloalkyl, benzyl or phenyl, which is unsubstituted or 
substituted with 1-3 substituents where the subside - independently 
selected from: halo, Ci- 3 alkyl, C^alkoxy and trifluoromethyl, 



30 



(i) -CN, 



0) 



-NR^ 10 , and 



(k) -CONR9R10. 

The compound of Claim 1 wherein Rl is selected from: 



3. 
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CD 



(2) 



. Cl _ 6 a*yl, which is unsubstituted or substituted with 1-6 substituents where the 
substituents are independently selected from: 

(a) halo, 

(b) hydroxy, 

(c) -0-Ci-3alkyl, and 

%jsz&&> — * — — m substt r; ith w 

sub^n* where the substituents are iudepeudeufly seieeted from: 



(a) halo, and 

C ^r^-.-obi.uusub^or— 

JUen.s whemthe subsutuentt are mdepeudentty select torn: 
(a) halo, and 



(4) 



subsume** where the subsutueets are jndepeudently seated from: 



(a) halo, 

(b) hydroxy, 

(c) -0-Ci-3alkyl, and 

(d) trifluoromethyl. 

4. Tbe compound of Claim 1 wherein is selected from: 

(1) -CH3, 

(2) -CH2CH3, 

(3) -CH(CH3)2, 

(4) -CH2CH2CH3, 

(5) -CH2CH(CH3)2. 

(6) -cyclopropyl, 

(7) -cyclobutyl, 

(8) -cyclopentyl, 

(9) -CH2-cyclopropyl, 

(10) -CH2-cyclobutyl, 

(11) -CH2-cyclopentyl, 

(12) -CH2OH, 
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(13) -C(CH3)2(OH), 

(14) -C(CH20H)(CH3)2, 

(15) -(OH)cyclobutyl, 

(16) -(OH)cyclopentyl, 

(17) -C(CH3)2(NHCOCH3), 

(18) -C(C02H)(CH3)2, 

(19) -O-CH3, 

(20) -O-cyclopentyl, 

(21) -0-CH(CH3)2, 

(22) -S-CH3, 

(23 ) -S-CF3, 

(24) -SO2-CH3, 

(25) -S-CH(CH3)2, 

(26) -S02-CH(CH3)2, and 

(27) -NH-SO2-CH3- 

5 The compound of Claim 1 wherein is selected from: 
-(Co^alkyD-phenyl and -(C 0 -4all<yl>heterocycle, 

where heterocycle is selected from: ovrazo lyl, pyrazinyl, pyridyl, 

substituents are independentiy selected from. 

(a) halo, 

(b) hydroxy, 

( C ) -0-Ci_3alkyl» and 

(d ) trifluoromethyl, ...^ or substituted with 1-5 substiments 

and where the phenyl or heterocycle is unsubst mated or s 

where the substituents are independently selected from. 

(a) halo, 

(b) trifluoromethyl, 

(c) trifluoromethoxy, 

(d) hydroxy, 
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(e) Ci-3alkyl, 

(f) -0-Ci-3alkyl, 

(g) -C02R9, 

(h) -S-Ci-3alkyl, 

(i) -S02-Cl-3alkyl, 

(j) -SCF3, 

(k) -CO2R 9 , 

(1) -NR9R10, 

(m) -NR9-S02-R 10 . 

(n) -S02-NR 9 R 10 - 211(1 

(o) -CONR 9 R 10 - 

6 The compound of Claim 1 wherein R* is selected from: 
_(Co^alkyl)-phenyl and -(Co-4alkyl)-heterocycle, 

^bioU ^ select from: pyridyl, pyridazinyl, and N-oxtdes M 
1£ZZ ^ -substituted or substituted with 1-7 substituents where the 
substituents are independently selected from: 

(a) halo, 

(b) hydroxy, 

(c) -0-Ci-3alkyl. and 

where the substituents are independently selected from. 

(a) halo, 

(b) trifluoromethyl, 

(c) trifluoromethoxy, 

(d) hydroxy, 

(e) Ci-3alkyl, 

(f) -0-Ci-3alkyl, 

(g) -C02-Cl-3alkyl. 

(h) -CO2H, 

(i) -S-Ci-3aUcyl, 

(j) -S02-Cl-3alkyl, 
(k) -SCF3, 
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(1) -NH2, 

( m ) -NH-S02-Cl-3alkyl and 
(n) -S02-NH2- 

7. The compound of Claim 1 wherein R 2 is selected from: 
-CH^phenyl and -CH2-heterocycle, 

where the substituents are independently selected from: 

(a) halo, 

(b) trifluoromethyl, 

(c) trifluoromethoxy, 

(d) hydroxy, 

(e) Ci-3alkyl, 

(f) -0-Cl-3alkyl, 

(g) -C02-Cl-3alkyl, 

(h) -CO2H, 

(i) -S-Ci-3alkyl, 
(j) -S02-Cl-3alky 1 ' 
(k) -SCF3, 

(1) -NH2, 

(m) -NH-S02-Cl-3alkyl. and 

(n) -S02-NH2- 

8. The compound of Claim 1 wherein R 2 is selected from: 

(1) -CH2-(pl»enyl), 

(2) -CH2-(4-bromophenyl), 

(3) -CH2-(3-chlorophenyl), 

(4) _CH2-(3,5-difluorophenyl), 

(5) _CH2-((2-trifluoromethyl)phenyl), 

(6) -CH2-((3-trifluoromethyl)phenyl), 

(7) .CH2-(( 4 - trifluoromethyl)pheny1 ^ 

(8) ,CH2-((3-trifluoromethoxy)phenyl), 

(9) .cH2-((3-trifluoromethylthio)phenyl), 
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(10) 

(ID 
(12) 
(13) 
(14) 

(15) 



.CH2-((3-trifluoromethoxy-5-thiomethyl)phenyl), 

cH2 . ((3 .trifluoromethoxy-5-methoxy)phenyl), 
-CH 2 -((3-trifluoromethoxy-5-methanesulfonyl)pheny^ 

-CH2-((3-trifluoromethoxy-5-amino)phenyl), 

(15) -CH 2 -((3-trifluoromethoxy-5-s U lfonylamino)phenyl), 

(16) _CH2-((3.5-bis- trifluoromethyl)phenyl) ' 

(17) .CH2-((3-fl u ° r °- 5 -^ flu0rOme&yl)phenyl) ' 

( 18) .CH(CH3)-((3,5-bis-trifluoromethyl)phenyl), 

(19) -C(CH 3 )2-((3,5-bis-trifluoromethyl)phenyl), 

(20) -CH2-(4-(2-trifluoromethyl)pyridyl), 

(21) -CH2-(5-(3-trifluoromethyl)pyridyl). 

(22) CH2-(5-(3-trifluoromethyl)pyridazmyl), 

(23) -CH2-(4-(2-trifluoromethyl)pyridyi-N-oxide), and 

(24) -CH2-(5-(3-trifluoromethyl)pyridyl-N-oxide). 

9 The compound of Claim 1 wherein R3 is heterocycle, 

substituents are independendy selected from: 

(a) halo, 

(b) trifluoromethyl, 

(c) hydroxy, 

(d) Ci-3dty> 

(e) -0-Cl-3alkyl, 

(f) -CO2R 9 , 

(g) " CN > 

(h) -NR9R10, and 

(i) -CONR9Rl°. 

1 o The compound of Claim 1 wherein R3 is heterocycle, 

substituents are independently selected from: 
(a) halo, 
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(c) hydroxy, 

(d) Ci-3alkyl, 

(e) -0-Ci-3alkyl, and 

(f) -C0 2 R9. 

11. The compound of Claim 1 wherein R3 is selected from: imidazole, 
pyrimidyl, triazole or tetrazole. 

12. The compound of Claim 1 wherein R3 is selected from: 

N 



H 



N^/ s N 




N 



\ 



13. The compound of Claim 1 wherein R 4 is selected from: 

(a) hydrogen, 

(b) hydroxy, 

(c) -CO2H, 

(d) -C02Ci-6alkyl, 

(e) -CN. 

14. The compound of C Laim 1 wherein R 4 i s hydrog 
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15. The 



compound of Cairn 1 wherein R* and R° are independent., selected 



from: 



10 



( a ) hydrogen, 

(b) hydroxy, 

(c) -CH3, 

(d) -O-CH3, and 

(e) oxo. 

16 . ^ compoond o, Cairn 1 wherein R* is independent* from: 

(a) hydrogen, 

(b) -CH3, and 
( C ) -0-CH3- 



• which is selec ted from the group consisting of the title 
17 . A compound which is selecte indivi dual diastereomers 

15 compounds of the Examples, and pharmaceutically acceptable salts an 

thereof. 

■ t . wVl : ch comprises an inert carrier and a 
18 . A pharmaceutical composition which compn 

compound of Claim 1. 

„eed .hereof which comprises me admimstrahon of an effechve 
Claim 1 • 

r r- rontroPing an inflammatory or 

25 20 " ^ which Iprises administering to a patient in need thereof 

im munoregulatory disorder or disease which comprises 

an effective amount of the compound of Claim 1. 



£iii " 

, • „ th P ri,k of an inflammatory or immunoregulatory 

» . * for ~ £ e „ t in „ Kd thereof an effective 

j • xwhirh romonses administering a ^ 
30 disorder or disease whicn compn 

i> ^tArMinH nf Claim 1. 



UlbUl W-^L 

amount of the compound of Claim 1. 
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22 A method for treating, ameliorating or controlling rheumatoid arthritis 

tinnw(f twnf an effective amount of the compound 
which comprises administering to a patient m need thereof an ette 

of Claim 1. 
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